Abtract: Smoking and tuberculosis (TB) 
I. Introduction
Smoking and tuberculosis (TB) are two major problems of health in the world, even though TB is mostly found in developing countries. After HIV and AIDS spread, TB is the leading cause of death worldwide and is responsible for more than one million deaths every year. The using of tobacco especially for smoking has been known as one of the most common problems that has been widely recognized by society. It also becomes one of the most dangerous factors that triggers death in the world, which was about 1.7 million in 1985, 3 million in 1990 and it is projected that it will increase up to 8.4 million in 2020 [1] . The total of smokers in the world have increased dramatically. Now, approximately there are 3 billion of smokers and it will increase to 1.7 billion smokers in 2025. Around 65-85% of tobacco has been consumed all over the world form cigarettes and it has led to mortality every second [2] .
The data of World Health Organization (WHO) show that Indonesia becomes the 3 rd biggest country of smoker rate after China and India, followed by Russia and United States. Whereas, according to the total population, Indonesia is in the 4th position after China, India, and United States. It is different with smokers in United States which tend to decrease, the smokers in Indonesia indeed have increased in the recent 9 years. Growth of smokers in Indonesia in the period of 2000-2008 was 0.9% every year. There are many diseases which are connected with smoking such as arthritic, impotence, infertility, Alzheimer, TB, and so on [2, 3] . The lung is an organ that suffers the most due to smoking habit. The relationship between smoking and TB was firstly reported at the beginning of the 20nd century. Even though the exact mechanism has been known yet, there have been many researches discussing the relationship between smoking and TB [4] . The aim of this research is to analyze the effects of smoking habit on the development of tuberculosis disease
II.
Theoretical Review
Smoking
Tobacco was introduced in Indonesia by Netherland about 2 centuries ago and the using of tobacco by Indonesian was when the local elite of Indonesia tried to copy the habit of Dutch people that was then followed by lower class people. They replaced it by chewing betel, and this became the habit of Indonesian people. The word of rokok (cigarettes) derived from Dutch language roken. Smoking is the activity of smoking cigarettes (tobacco). The danger of smoking has been widely discussed and recognized. Research conducted by scientists has provided evidences of the dangers of smoking and that there is a decline in the lung functions of smokers and the people surrounding. World Health Organization has estimated that in 2020, the diseases caused by smoking will lead to the death of about 8, 4 million people in the world and half of them are from Asia. It is estimated that in 2013, around 80% of the diseases caused by smoking will exist in countries with low and middle income [5] [6] [7] .
Cigarette smoke contains more than 4,500 chemicals that have various kinds of toxic, mutagenic and carcinogenic effect. The contents and concentrations of the chemicals are various in different brands of cigarettes. Cigarette smoke produces various components of cellular and extracellular compartment ranging from water-soluble particles and gases. The substances that have adverse effects are nicotine, ammonia, carbonmonoxide, carbondioxide, formaldehyde, acrolein, acetone, benzopyrenes, hydroquinone, nitrogen oxide and cadmium. Many substances that are carcinogenic and toxic to the cell, but tar and nicotine have been shown immunosuppressive by affecting the innate immune response of the host and increase susceptibility to infection. Pharmacologic ingredient in tobacco causing addiction is nicotine. It is solid and easily absorbed by the mucous membranes of the nose, mouth and lung tissue. The main criteria for determining the drug addiction is that drug users are always encouraged to use drugs. There is a psychoactive effect that can be found in them and they are accustomed to use the drugs. The higher level of tar and nicotine, the bigger effects on the immune system are [8] .
Tobacco has been cited as the cause of death globally for killing more than 5 million people worldwide each year. Smoking is an important risk factor for cardiovascular disease as well as 5 other major causes of death worldwide, namely cerebrovascular, lower respiratory tract infection, COPD, tuberculosis, and respiratory cancers [9] . Smoking remains the major cause of preventable death in the world. Quitting smoking is associated with a significant benefit on the individual and social level. Given the prevalence of smoking, a great effort has been directed to develop interventions to help smokers quitting smoking. However, interventions to stop smoking have various results. Quitting smoking is necessary to reduce morbidity and mortality, but many smokers have troubles stopping the habit. Efforts with psychosocial interventions and the use of drugs have been used for that purpose [10] .
It is reported that the use of tobacco by smoking is more dangerous than any other ways and active smokers give rise to a variety of disease than nonsmokers. However, substantially passive smokers also contribute to cause various diseases. Approximately 1.1 billion people are smoking worldwide, more than 80% are in low and middle income countries. China has the largest production and consumption of tobacco in the world. In many countries, about 49% men and 8% women over 15 years old are smoking, it is in contrast to 37% men and 21% women who come from high income countries. More than 60% smokers live in only 10 countries, namely China, India, Indonesia, Russia, the United States, Japan, Brazil, Bangladesh, Germany and Turkey. The consumption of per adult per day (number of cigarettes smoked per day are divided by the population of smokers and non-smokers) has declined by more than 50% in the last 2-3 decades in America, Canada, France and other high income countries. In contrast, smoking prevalence in men has increased sharply in countries with low and middle incomes as China and Indonesia. Marked improvement has occurred in young males. The differences between women and men are associated with differences in tobacco use, in terms of use prevalence, the use of shorter duration or use frequency that is lower in women. The research in Brazil obtained the real decline in smokers in low income communities [11] [12] [13] In addition to HIV/ AIDS, tobacco smoking is the major cause of death increasing rapidly. It is estimated that smoking will cause about 10 million deaths in adults in 2030 and most of the increase in tobaccorelated deaths will take place in Asia, Africa and South America. A study conducted in Oslo showed that light smokers of 1-4 cigarettes per day was still able to increase mortality [9, 14, 15] .
In overall, although smoking rates have declined over the years, more than one fifth of Americans are smokers. In 2004 approximately 21% of adults and 22% of high school students were smokers. Consequently, smoking has caused premature death in America. Each year, as many as 438,000 Americans are estimated to die due to smoking or passive smoking. Estimated costs associated with smoking are medical and lost productivity costs exceeding 167 billion U.S. dollars per year [8] .
Tuberculosis
Tuberculosis is a disease caused by the infection of Mycobacterium tuberculosis complex and becomes an important public health problem in Indonesia. M. tuberculosis has rod-shaped, 5μ length and 3μ width, do not form spores and belongs to aerobic bacteria. Mycobacteria can be given staining like other bacteria, for instance using the Gram staining. But once stained by Gram staining, the colour cannot be removed with acid. Therefore, the mycobacteria is called Acid Bacillus (AFB). In the cell wall of mycobacteria, fat is associated with arabinogalactan and peptidoglycan underneath. This structure reduces the permeability of cell walls, thereby reducing the effectiveness of antibiotics. Lipoarabinomannan of other molecules in the cell wall of mycobacteria play a role in the interaction between host and pathogen, causing M. Tuberculosis can survive within macrophages [16] .
In 1992, WHO declared TB as a global emergency. Currently, tuberculosis mainly attacks productive age people and increases mortality, especially in developing countries. In 2010, it was reported the incidences of tuberculosis in the world wre at 8.8 million (from 8.5 to 9.2 million), 1.1 million (0.9-1.2 million) deaths due to HIV-negative TB plus 0.35 million (0.32 to 0.39 million) TB sufferers with HIV-positive. In 2009, it was reported 2.4 million new cases (3.3 million women), 133 cases/100.000 population with HIV sufferers equal to 1.1 million people. Deaths due to TB infection were 1.7 million people (380,000 women), including 380,000 HIV sufferers, in accordance with 4700 deaths per year and became the third leading cause of death in women aged 15-44 years old. Eighty percent of active TB cases were found in 22 developing countries, most of them were in Asia (with 55% cases in the world) and Africa (30%). Approximately 5% of the global burden of TB cases are now resistant to several drugs. In Russia, it was reported that TB cases resistant to drug accounted for over a fifth of all new TB cases in 2008. In 2008, as many as 1.4 million people living with HIV had active TB. HIV positive people more likely to become infected tend to be resistant to drugs and increase the mortality rates. India ranks the first of TB patients in the world (1.6 to 2.4 million). It accounts for about one fifth of the total number of cases in the world with a mortality rate of 17.6% and 3.5% of the total deaths. The next is China (1.1 to 1.5 million), South Africa (0.4 to 0.59 million), Nigeria (0.37 to 0.55 million) and Indonesia (0.35 to 0.52 million). In the United States, it was reported a significant decrease, in 1945 it was reported 73/100.000 population, in 1993 was 9.0/ 100,000 population and in 2009 there was 3.8/100,000 population. In Nigeria, it was reported the incidence of TB equal to 14.4% and estimated 380,000 (9293/100.000 population) of new TB cases each year, much bigger than the standard recommended by WHO equal to 3% [16] [17] [18] .
TB diagnosis can be established based on clinical symptoms, physical examination, bacteriological examination that have important meaning in establishing the diagnosis. Material for this bacteriological examination can be derived from the phlegm, pleural fluid, cerebrospinal fluid, bronchial washings, gastric washings, broncho alveolar lavage/ BAL, urine, faces and biopsy tissue (including fine needle biopsy/ BJH). Radiological examination with standard examination of chest X-ray of PA (posteroanterior) and other radiology examinations are lateral photos, top-lordotic, oblique or CT-Scan. Other supporting examinations are such as pleural fluid analysis, tissue histopathological and blood examination. Clinical symptoms of TB can be divided into 2 groups, namely local symptoms and systemic symptoms. If the infected organ is the lung, the local symptom is respiratory symptom (Local symptoms in according to organs involved). Respiratory symptoms are such as cough ± 2 weeks, coughing up blood, shortness of breath and chest pain. These respiratory symptoms are highly various, ranging from no symptoms until the symptoms quite severe depending on lesion area. Sometimes patients are diagnosed during medical check up. If the bronchus is not involved in the disease process, the patients may not suffer cough symptoms. The first cough occurs due to bronchial irritation, and the next coughs are needed to get rid of phlegm out. The systemic symptoms caused by TB infection are fever, malaise, night sweats, anorexia and weight loss. On pulmonary tuberculosis, the acquired abnormalities depend on the area of lung structural abnormalities. At the beginning (early) development of disease, in general it is not (or difficult) found abnormalities. Pulmonary abnormalities are generally located in the superior lobe area, especially apex and posterior segments (S1 and S2), as well as inferior lobe apex area (S6). On physical examination, it can be found, among others, bronchial breath sounds, amforik, decreased breath sounds, wet rhonchi, withdrawal signs of lung, diaphragm and mediastinum. At TB pleurisy, physical examination abnormalities depend on the amount of fluid in the pleural cavity. On percussion it is found dullness, on weakened breath sounds auscultation till no sound on the sides containing liquid. At TB lymphadenitis, the enlargement of lymph nodes is visible, commonly in the neck (think of the possibility of tumor metastasis), sometimes in the armpit area. The enlargement can be a "cold abscess ".
III. Analysis Method
Smoking has demonstrated a broad impact on the host immune mechanisms. There are a lot of controversy studies because of differences in smoking history, genetic susceptibility, social economy, sports, nutrition, air humidity and works that can modify diseases. Respiratory epithelium is the first line of defense against harmful environment agents and do the protection by sweeping particles out of the mucus layer, phagocytosis also recruit other immune cells. Smoking is directly harmful to the integrity of physical barriers, increase the permeability of respiratory epithelium and disrupt mucociliary clearance. Acute cigarette smoke exposure results in suppression of the respiratory epithelium and chronically may result in inflammation and damage, causing epithelial cell shape changes [1, 19] .
In the lungs, cigarette smoke has both proinflammatory and immunosuppressive effects on the immune system. Macrophages have a strategic role in alveolar. Alveolar macrophages have a key role in undermining and eliminating microbial agents at the beginning when there is an infection. Smoking also increases the number of alveolar macrophages and epithelial cells and activate them to produce pulmonary circulation micro proinflammatory, Reactive Oxygen Species (ROS) and proteolytic enzymes, thereby providing a cellular mechanism linking smoking with inflammation and tissue damage. Similarly, smoking affects the ability of alveolar macrophages to do phagocytosis on bacteria and apoptosis cell. At the same time, cigarettes also disrupt the natural defense mechanism mediated by macrophages, epithelial cells, dendritic cells (DCs), and natural killer cells (NK ) so that it increases the risk, severity and duration of infection. Effects of cigarette in conjunction with the increase of diseases to become more severe are characterized by impaired ability of macrophages to kill bacteria or virus, loss of ability to clear dead cells, degradation and modification chemically of the extracellular matrix, increased TCD8 cell retention and induction of Interleukin-17 (IL-17) as the secretion effectors of T cell. After long term exposure to cigarettes, lymphocytes aggregation areas with T cell and B cell can be formed on those sides, helping the production of pathogenic antibodies and causing autoimmune disease. The loss of mucosal defense may result in bacterial colonization as happens in 30% longterm smokers with COPD [19] . Figure 1 . Immune system disorders in the lungs due to smoking Quoted from [19] Evidences suggest that NK cells has a role in innate defense against microbial agents and anti-tumor protection. This is carried out by direct cytotoxicity triggering apoptosis, proinflammatory cytokines and the release of chemokines. Some studies show that they can reduce the number of smokers and reduce activation in smokers than nonsmokers. Exposure to cigarette smoke weakens the cytotoxic activity and cytokine production of NK cells in humans and mice, thus, the defect relationships of NK cells lead to increased risk of infection and cancer. Dendritic cells (DCs) lung is the most potent antigen cells and necessary for the initiation of T cell and thought to have a high susceptibility to cigarettes because of its position within the lumen and directly under the pulmonary epithelium. Clinical studies show that the number of DCs is reduced in most of the respiratory tract of COPD patients who smoke. After quitting smoking, the number of DCs are increasing and similar to controls of healthy people who are not smoking. Of a study in animals, it is reported the decreased number of DCs depend on the type of cigarette exposure system. Autoimmune processes play a role in the arising of smoking related with diseases. Smoking may also reduce the level of all classes of immunoglobulin except Ig E. On a study with experimental animals, it is obtained that the antibody responses on various antigens is reduced significantly due to chronic exposure to cigarette smoke [19] 
IV. Analysis Result: Relationship Between Smoking And Tuberculosis
The relationship between smoking and TB were first reported in 1918. The exact mechanism that correlates smoking with TB is not fully understood, but there are a lot of evidences of declining respiratory tract defense that affect susceptibility to TB infection in smokers. Trachea, bronchi and bronchioles that form the respiratory tract that supply air to the lungs provide the first line of defense by preventing TB germs to reach the alveoli. Smoking is proven to interfere with mucociliary clearance. In pulmonary alveolar macrophages constituting a primary defense, there is a function decline in phagocytosis and kill germs in individuals who smoke, as reported in diabetes. Smoking has been found to be associated with decreased levels of proinflammatory cytokines that are released. These cytokines are essential for early responses of local defense to bacterial infection including TB. In various studies indicate that the quantity and duration of active smoking influence the risk of TB infection, while on passive smoking it is associated with increased incidence of TB in children and young age [4, 20, 21] .
Of the retrospective study conducted in Dublin on 160 cases between April 2007 and April 2008, it was found that smoking was significantly related to TB germ conversion time elongation in patients who were on anti-TB drug therapy. Other studies showed increased rates of recurrence of TB patients who smoked [22, 23] . Control case study in 111 patients of BTA positive with 333 controls performed in India on September 2004 to August 2005, it was found the increased incidence of TB infection in smokers equal to 3.8 times compared to non smokers and was associated with the number of smoking, body mass index and social economy status. In this study, the duration and number of cigarettes also affected the development of TB [24] .
In America there are a number of difficulties in assessing smoking as a risk factor for TB infection. Among the most important is the low prevalence of TB infection in the general population and smoking rates have declined. In America, smoking is becoming increasingly concentrated in populations with low socioeconomic leading to other risk factors for TB like HIV, homelessness, alcohol drinkers, and heterogeneity of TB risk inter-groups. Currently more than 50% TB patients in the United States come from various countries in various stages of tobacco epidemic and risk factors for TB that are different between migrants and the nativeborn Americans. A study of indigenous peoples and migrants in Australia show that the TB incidence rates tend to be higher on the natives, it is related to socio-economic, health care standards, and the habit of smoking which is high [9, 25] .
Although some studies have shown the relationship between smoking and TB, many of them are based on infection or mortality rates. These studies have various limitations such as control case designs or crosssectional sample size that is small, and lack in socio-economic data, alcohol, HIV infection and other influential factors. In Hongkong, smoking and TB are two common conditions. Smoking prevalence is much higher in men than in women. More than 20% adult males are active smokers and TB incidence equal to 100 per 100,000 population per year and more common in men aged above 65 years old. Smoking is associated with increased susceptibility to influenza and TB. From the studies using experimental mouse animal with rats receiving exposure to M. TB aerosolly, it was found that the interferon ³(IFN³) production by T cells would decrease with a decrease in transcription factors that regulate the expression of IFN ³ in mice exposed to cigarette. This study provided the first demonstration that exposure to cigarette smoke directly inhibited T cell responses to M. TB and influenza virus on animal physiology so that it increased the susceptibility to both pathogens [26, 27] .
Smokers have a extremely high mortality rates from tuberculosis, as many as nine times greater than those who have never smoked, but once they stop, the risk is substantially reduced and similar to those who never smoked. Quitting smoking has benefits for smokers far beyond reducing the risk of TB, but a good tobacco control can affect the mortality rate of TB and reduce the burden public health and by quitting smoking can reduce nearly one third of deaths from TB. TB risk can be reduced by nearly two-thirds if someone quitting smoking becomes strong evidence of the important role of smoking in TB control, such as smoking was responsible for more than one-third of TB deaths in Taiwan (37.7%). Controlling tobacco succeeded in reducing smoking in form of affecting mortality rates of TB and reducing nearly a third (30.7%) of the public health burden that had long interfered the residents of Taiwan. This is a big health impact on enhancing the public 's health, especially when applied to countries such as China, India that have the prevalence of smoking and the higher incidence of TB. Quitting smoking has been shown to reduce the incidence of TB, so it is needed an increase in knowledge and research on the benefits of quitting smoking to reduce mortality rates. With two thirds of Chinese men smoking and about three million cases of TB, thus, the good prevention and treatment guidelines need to carry out. Smoking substantially exacerbates the risk of death in those with a history of TB infection. The mortality in patients who were smoking was reported by 61% in India and 32.8% in Hong Kong [21, 28] . Of a study correlating the effects of vitamin on TB patients who smoke, it was obtained that vitamin E supplement caused temporary increase in the incidence of TB among heavy smokers with high dietary intake of vitamin E. Vitamin A and E do not increase the immune response in TB sufferers who smoke. This study finds that none of the two compounds can increase resistance to TB among men smokers. Instead, vitamin E seems to increase the incidence of TB in those who smoke heavily and have gained intake dietary of vitamin C equal to 90mg/ day or more [29] .
V. Conclusion
From the analysis result, the effects of smoking habit on the development of tuberculosis disease are: (1) Smoking and TB remain a significant health problem in both developed countries and developing countries, (2) Cigarette smoke has the effects of both pro-inflammatory and immunosuppressive in the immune system of respiratory tract, (3) Smoking increases the infection risk of Mycobacterium tuberculosis, the risk of disease progression and death in patients with TB, (4) Quitting smoking plays a role in global tuberculosis control and reduces mortality in patients with TB.
